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6.2 Adverse Events Expected Due to Ovarian, Fallopian Tube, 
or Primary Peritoneal Cancer or Progression of Ovarian, 
Fallopian Tube, or Primary Peritoneal Cancer

Events that are clearly consistent with ovarian cancer or the expected progression of 
ovarian cancer, including but not limited to abdominal pain, abdominal distension, ascites, 
intestinal obstruction, colonic obstruction, small intestinal obstruction, pleural effusion, 
and constipation should be considered as expected.  A list of expected adverse events is 
presented in Appendix H of the protocol.  These adverse events may occur alone or in 
various combinations and are considered expected adverse events in ovarian subjects.

6.3 Adverse Event Severity

The study Investigator will rate the severity of each adverse event according to the 
National Cancer Institute Common Terminology Criteria for Adverse Events NCI 
CTCAE Version 4.0 Published:  May 28, 2009 (v4.03:  June 14, 2010).43

For adverse events not captured by the NCI CTCAE Version 4.0 Published:  
May 28, 2009 (v4.03:  June 14, 2010), the Investigator will use the following definitions 
to rate the severity of each adverse event:

Mild
(Grade 1)

The adverse event is transient and easily tolerated by the subject.

Moderate
(Grade 2)

The adverse event causes the subject discomfort and interrupts the 
subject's usual activities.

Severe 
(Grade 3 or 4)

The adverse event causes considerable interference with the subject's 
usual activities and may be incapacitating or life-threatening.

Death
(Grade 5)

The adverse event resulted in death of the subject.

If a reported adverse event increases in severity, the initial adverse event should be given 
an outcome date and a new adverse event should be reported to reflect the change in 
severity.
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For all reported serious adverse events that increase in severity, the supplemental eCRFs 
also need to be updated and need to include the new AE serial number.

6.4 Relationship to Study Drug

The Investigator will use the following definitions to assess the relationship of the adverse 
event to the use of study therapies (for the purpose of this section, therapy is considered 
veliparib/placebo plus carboplatin/paclitaxel):

Reasonable 
Possibility

An adverse event where there is evidence to suggest a causal 
relationship between the study drug and the adverse event.

No Reasonable 
Possibility

An adverse event where there is no evidence to suggest a causal 
relationship between the study drug and the adverse event.

The Investigator will assess the relationship of each adverse event to veliparib, to 
carboplatin, to paclitaxel, and to ovarian cancer.  Most events will be reasonably related to 
one treatment or to ovarian cancer, though some events may be reasonably related to more 
than one or to none.  For causality assessments, events assessed as having a reasonable 
possibility of being related to veliparib will be considered "associated."  Events assessed 
as having no reasonable possibility of being related to study drug will be considered "not 
associated."  In addition, when the Investigator has not reported causality or deemed it not 
assessable, AbbVie will consider the event associated.

If an Investigator's opinion of no reasonable possibility of being related to veliparib, to 
carboplatin, to paclitaxel, and to ovarian cancer is given, an Other cause of event must be 
provided by the Investigator for the serious adverse event.

6.5 Adverse Event Collection Period

All protocol-related serious adverse events and nonserious adverse events must be 
collected from the signing of the study-specific informed consent until therapy 
administration.
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In addition, all adverse events reported from the time of therapy administration until 
30 days following discontinuation of therapy administration have elapsed will be 
collected, whether solicited or spontaneously reported by the subject.

Serious and nonserious adverse events occurring after the study-specific informed consent 
is signed but prior to the initial dose of veliparib/placebo, carboplatin, paclitaxel will be 
collected only if they are considered by the Investigator to be causally related to the 
study-required procedures.

Adverse event information will be collected as shown in Figure 3.

Figure 3. Adverse Event Collection

Protocol-Related 
SAEs* & AEs**

SAEs and Nonserious AEs
Elicited and/or Spontaneously Reported

∀       ∀ ∀ ∀

Consent 
Signed

Study 
Drug Start

Study Drug 
Stopped

30 Days
After Study 
Drug Stopped

* SAEs and AEs will be reported 30 days following the completion of veliparib/placebo and/or carboplatin/paclitaxel 
(whichever treatment occurs last).  Significant AEs (Grade 3/4) and SAEs considered by the Investigator as having 
a reasonable possibility of being related to veliparib/placebo and carboplatin/paclitaxel should be reported to 
AbbVie during the Long term Follow-up Period after the subject experiences progression, at the Investigator's 
discretion.

** Only if considered by the Investigator to be causally related to study-required procedures.

6.6 Adverse Event Reporting

6.6.1 Deaths

For this protocol, mortality is an efficacy endpoint.  Deaths that occur during the protocol 
specified adverse event reporting period (Section 6.5) that are more likely related to 
disease progression will therefore be an expected adverse event and will not be an 
expedited report.
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Death should be considered an outcome and not a distinct event.  The event or condition 
that caused or contributed to the fatal outcome should be recorded as the single medical 
concept on the Adverse Event eCRF.  Generally, only one such event should be reported.  
The term "sudden death" should only be used for the occurrence of an abrupt and 
unexpected death due to presumed cardiac causes in a subject with or without pre-existing 
heart disease, within 1 hour of the onset of acute symptoms, or, in the case of an 
unwitnessed death, within 24 hours after the subject was last seen alive and stable.  If the 
cause of death is unknown and cannot be ascertained at the time of reporting, 
"unexplained death" should be recorded on the Adverse Event eCRF.  If the cause of 
death later becomes available (e.g., after autopsy), "unexplained death" should be replaced 
by the established cause of death.

6.6.2 Lack of Efficacy or Worsening of Disease

Events that are clearly consistent with the expected pattern of progression of the 
underlying disease are also considered an expected outcome for this study and will not be 
subject to expedited reporting.  If there is uncertainty as to whether an event is due to 
disease progression, it should be reported as an adverse event.

6.6.3 Reporting Serious Adverse Events

In the event of a serious adverse event, whether associated with therapy or not, the 
Investigator will notify Clinical Pharmacovigilance within 24 hours of the site being made 
aware of the serious adverse event by entering the serious adverse event data into the EDC 
system (RAVE®).  Serious adverse events that occur prior to the site having access to the 
RAVE® system or if RAVE® is not operable should use the SAE Non-CRF paper forms 
and send them to Clinical Pharmacovigilance within 24 hours of the site being made 
aware of the serious adverse event.

Serious adverse events which are considered expected due to the underlying ovarian, 
fallopian tube, or primary peritoneal cancer as described in Section 6.2 would not be 
expedited as individual safety case reports to regulatory authorities.
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FAX to:
Email to:

For safety concerns, contact the Therapeutic Area Safety Team at:

Oncology Safety Team

1 North Waukegan Road
North Chicago, IL  60064

Office:
Email:

For any subject safety concerns, please contact the physician listed below:

Medical Monitor:

, MD
The University of Texas MD Anderson Cancer Center
1155 Herman Pressler Drive
Houston, TX  77030

Phone:
Mobile:
Email:
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pregnancy test to the appropriate contact listed in protocol Section 6.6 within 1 working 
day of the site becoming aware of the pregnancy.

All subjects should be informed that contraceptive measures should be taken throughout 
the study and for 90 days after discontinuing therapy (veliparib/placebo).  Information 
regarding a pregnancy occurrence in a study subject and the outcome of the pregnancy 
will be collected.  The Investigator must follow the pregnancy to completion and provide 
an update to AbbVie after delivery.

Pregnancy in a study subject is not considered an adverse event.  However, the medical 
outcome of an elective or spontaneous abortion, stillbirth or congenital anomaly is 
considered a serious adverse event and must be reported to AbbVie within 24 hours of the 
site becoming aware of the event.

6.8 Toxicity Management

Management of toxicity should be performed by Investigators according to standard 
medical practice and according to local label for toxicity due to carboplatin or paclitaxel.  
Guidelines for carboplatin, paclitaxel, and veliparib/placebo dose reductions and delays 
are provided in Section 5.7.

7.0 Protocol Deviations

AbbVie does not allow intentional/prospective deviations from the protocol.  The 
Investigator is responsible for complying with all protocol requirements, and applicable 
global and local laws regarding protocol deviations.  If a protocol deviation occurs (or is 
identified) after a subject has been enrolled, the Investigator is responsible for notifying 
IEC/ IRB regulatory authorities (as applicable), and the following AbbVie Clinical 
Monitors:
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8.0 Statistical Methods and Determination of Sample 
Size

Unless otherwise noted, for all statistical analyses, statistical significance will be 
determined by a one-sided P value ≤ 0.025.

The date of randomization (enrollment) is defined as the date that the Interactive 
Response Technology (IRT) issues a randomization number.

The primary, secondary, and exploratory efficacy analyses will be performed on the 
intent-to-treat (ITT) population. 

All subjects who receive at least one dose of veliparib/placebo will be included in the 
safety analysis.

8.1 Statistical and Analytical Plans

8.1.1 Baseline Characteristics

All baseline summary statistics and analyses will be based on characteristics obtained 
prior to randomization.  Unless otherwise stated, baseline for a given variable will be 
defined as the last value for that variable obtained prior to randomization.

Baseline characteristic data will be summarized with all randomized subjects for Arms 1, 
2, and 3 of the study separately.

8.1.1.1 Demographics

Continuous demographic variables such as age, height, and weight will be summarized 
with means, standard deviation and range.  Frequencies and percentages will be computed 
for the categorical parameters such as race, gender, BRCA-deficiency status, stage of the 
disease, residual disease, choice of regimen, and region.

8.1.1.2 Medical History

Frequencies and percentages will be computed for each medical history parameter.
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8.1.2 Efficacy Endpoints

8.1.2.1 Primary Efficacy Endpoint

The primary efficacy endpoint is progression-free survival (PFS).  PFS will be defined as 
the number of days from the date that the subject was randomized to the date the subject 
experiences an event of disease progression, according to RECIST criteria version 1.1 (as 
determined by the investigator) or to the date of death (all causes of mortality) if disease 
progression is not reached.  All events of disease progression (as determined by the 
investigator) will be included, regardless of whether the event occurred while the subject 
was still taking study drug (veliparib or placebo containing regimen) or had previously 
discontinued study drug.  However, if a disease progression event occurs after a subject 
misses two or more consecutive disease progression assessments this subject will be 
censored at the last disease progression assessment prior to the missing disease 
progression assessments.  All events of death will be included for subjects who had not 
experienced disease progression provided the death occurred within the expected time 
windows defined according to the underlying disease assessment interval (every 9 weeks, 
then at the end of the Combination Phase, then every 12 weeks for 2 years, then every 
6 months for 3 years, and then annually).  If the subject does not have an event of disease 
progression (as determined by the investigator) nor has the subject died, the subject's data 
will be censored at the date of the subject's last disease assessment.

The primary efficacy analyses are defined by comparing PFS in Arm 3 versus Arm 1 in 
the BRCA-deficient population, HRD population and whole population.  The study will be 
successful if the first analysis in the multiplicity testing procedure described in 
Section 8.1.4 (comparison of PFS [Arm 3 vs. Arm 1] in the BRCA-deficient population) is 
statistically significant.  If this comparison is statistically significant, the other primary 
endpoints will be analyzed for statistical significance in the specified order.

The distribution of PFS will be estimated for each treatment arm using Kaplan-Meier 
methodology.  For the whole population, PFS will be compared between each of the 
treatment arms and the control arm using the log-rank test, stratified by residual disease 
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and BRCA-deficient status.  For the BRCA-deficient population and HRD population, PFS 
will be compared between each of the treatment arms and the control arm using the log-
rank test, stratified by residual disease. 

Median PFS time will be estimated and 95% confidence interval for the estimated median 
PFS time will be presented for each treatment arm.

Additional details regarding the primary analyses including the final list of stratification 
factors to be used will be specified in the final SAP prior to unblinding of the data.

8.1.2.2 Secondary Efficacy Endpoints

8.1.2.2.1 Progression Free Survival (PFS)

PFS will also be compared between Arm 2 and Arm 1 as a secondary analysis, following 
the same methodology as the primary analysis.

8.1.2.2.2 Overall Survival (OS)

OS will be defined as the number of days from the day the subject is randomized to the 
date of the subject's death.  All events of death will be included, regardless of whether the 
event occurs while the subject is still taking study drug (veliparib or placebo containing 
regimen), or after the subject discontinues study drug.  If a subject has not died, then the 
data will be censored at the date when the subject is last known to be alive.

The secondary efficacy analyses for OS are defined by comparing OS in Arm 3 versus 
Arm 1 and Arm 2 versus Arm 1, in the BRCA-deficient, HRD, and whole population.  

The distribution of OS will be estimated for each treatment arm using Kaplan-Meier 
methodology.  For the whole population, OS will be compared between each of the 
treatment arms and the control arm using the log-rank test, stratified by residual disease 
and BRCA-deficient status.  For the BRCA-deficient population and HRD population, OS 
will be compared between each of the treatment arms and the control arm using the log-
rank test, stratified by residual disease.
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Median OS time will be estimated and 95% confidence interval for the estimated median 
OS time will be presented for each treatment arm.

8.1.2.2.3 Patient Reported Outcomes

Disease Related Symptoms (DRS) Score

The overall mean change from baseline for the NFOSI-18 DRS scores measured at each 
assessment point up to 2 years or disease progression will be a secondary endpoint of the 
study.  The overall mean change from baseline for the total DRS scores between the 
treatment groups will be compared using a longitudinal repeated measures model that 
takes into account the DRS scores measured at each assessment point up to 2 years or 
disease progression with analysis of appropriate timepoints as indicated.

8.1.2.3 Tertiary Efficacy Endpoints

8.1.2.3.1 PFS2, TTFST, and TTSST

PFS2 will be defined as the number of days from the day the subject is randomized to the 
date that the subject has disease progression on the subsequent therapy or death of any 
cause, whichever occurs first.  If the subject does not have an event of PFS2 (as 
determined by the Investigator), the subject's data will be censored at the subject's last 
known date of follow-up.

Time to the first subsequent therapy (TTFST) will be defined as the number of days from 
the day the subject is randomized to the start of the first subsequent therapy or death of 
any cause.  If the subject does not have an event of TTFST, the subject's data will be 
censored at the date of the subject's last visit or survival follow-up.

Time to the second subsequent therapy (TTSST) will be defined as the number of days 
from the day the subject is randomized to the start of the second subsequent therapy or 
death of any cause.  If the subject does not have an event of TTSST, the subject's data will 
be censored at the date of the subject's last visit or survival follow-up.



Veliparib (ABT-888)
M13-694 Protocol Amendment 7
EudraCT 2014-005070-11

123

PFS2, TTFST, and TTSST will be summarized and analyzed using the same 
methodologies as PFS.

8.1.2.3.2 Additional PRO Endpoints 

Additional analyses based on other PRO endpoints will be specified either in the SAP or 
in a separate PRO analysis plan.

8.1.3 Interim Efficacy Analyses for OS

Overall survival is expected to mature at month 58 in the whole population and at 
month 77 for the BRCA-deficient and HRD populations.

For the OS hypotheses (Arm 3 versus Arm 1, or Arm 2 versus Arm 1) in the BRCA-
deficient population, the HRD population, and the whole population, at least one efficacy 
interim analyses will be performed.

The first interim analysis will occur at the time of the final PFS analysis.

The alpha of the final OS analyses will depend on prior interim analyses as described in 
the SAP.  Additional details regarding the secondary analyses, including any interim 
efficacy analyses (e.g., at the request of a regulatory agency), will be specified in the SAP.

8.1.4 Multiplicity Adjustment

This is a three-arm, randomized, placebo-controlled Phase 3 clinical trial.  All subjects 
will receive six cycles of carboplatin and paclitaxel.  In addition to the chemotherapy, 
subjects will be randomly allotted to receive either placebo or veliparib.  While 6 cycles 
of chemotherapy are planned, the randomized treatment (placebo or veliparib) will be 
continued during a maintenance phase of treatment for a maximum of 36 total cycles of 
veliparib/placebo.
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Table 16. Study Treatment Arms

Arm Description

Arm 1:  C/P + placebo  → placebo Reference regimen
Arm 2:  C/P + veliparib→ placebo Veliparib administered in the combination therapy phase 

only
Arm 3:  C/P + veliparib → veliparib Veliparib administered in both combination therapy and 

maintenance therapy phases

Note: [+] indicates 'concurrent with;' [→] indicates ' followed by;' [C/P] indicates 'backbone chemotherapy' 
(i.e., carboplatin/paclitaxel).

There are three populations of interest:  the BRCA-deficient population, HRD population, 
and whole population.

In each population, the hypotheses of interest are listed below in Table 17. 

Table 17. The Null Hypotheses of Interest in Each Population

PFS (Arm 3 versus Arm 1) PFS (Arm 2 versus Arm 1)
OS (Arm 3 versus Arm 1) OS (Arm 2 versus Arm 1)
DRS (Arm 3 versus Arm 1)* DRS (Arm 2 versus Arm 1)*

PFS = Progression Free Survival; OS = Overall Survival; DRS = Disease Related Symptom 
* No alpha allocation on this test.
Note: PFS (Arm 3 versus Arm 1) denotes the null hypothesis:  Arm 3 (C/P + veliparib → veliparib) does not 

increase PFS compared to Arm 1 (C/P + placebo → placebo).  Other PFS and OS notations in this table are 
defined similarly.  DRS (Arm 3 versus Arm 1) denotes the null hypothesis of no difference in DRS scores 
between Arm 3 and Arm 1. DRS (Arm 2 versus Arm 1) is defined similarly.

The expected proportion of BRCA-deficient subjects is approximately 24% in the whole 
population.  Test results will be available for all subjects during the trial.  

BRCA testing data available as of July 2018 suggest that the final proportion of subjects 
with BRCA-deficient status will be approximately 25%, thus meeting the criteria under the 
original protocol to include the BRCA-deficient population in the testing sequence.  
Therefore, an alternate testing sequence scenario to account for a low (< 18%) proportion 
of BRCA-deficient subjects, as proposed in the original protocol, will not be needed for 
the analyses.
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Emerging data during the course of this trial has supported the increasing use of PARP 
inhibitors in patients with ovarian, fallopian tube, and primary peritoneal cancer.15-17  In 
2017, niraparib maintenance therapy was shown to provide improvement in outcomes 
(PFS) for all patients with platinum-sensitive, recurrent ovarian cancer.  While the largest
improvement was seen in patients with gBRCA mutations (HR = 0.27, 95% CI = 0.17 -
0.41), a significant benefit was also observed in the HRD population (HR = 0.30, 95% 
CI = 0.22 - 0.41).  Similarly, rucaparib has also demonstrated benefit in patients with high 
loss of heterozygosity (LOH) scores (HR = 0.32, 95% CI = 0.24 - 0.42).  The addition of a 
third subgroup analysis (HRD population) to the primary endpoint was thus incorporated 
into the study design to test the hypothesis that veliparib would also benefit patients with 
BRCA-like mutations.

Since subject randomization was not prospectively stratified by HRD status, two testing 
scenarios were proposed dependent on the level of the balance of treatment arms within 
the HRD population.  Further details on these testing scenarios are detailed in SAP v2.0.

The multiple testing procedure governing the analysis of data when the primary endpoint 
(PFS) matures are specified in the SAP v2.0, finalized before the database was unblinded.  
The appropriate control of overall type I error in the context of subsequent analyses, 
including interim analyses conducted at the behest of regulatory agencies, will be 
specified in subsequent SAP amendments, as warranted.

8.1.5 Safety

The safety of veliparib will be assessed by evaluating study drug exposure, adverse 
events, serious adverse events, all deaths, as well as changes in laboratory determinations 
and vital sign parameters.  Subjects who were randomized but did not receive study drug 
(veliparib or placebo containing regime) will not be included in the analyses of safety.

8.1.5.1 Duration of Study Drug

A summarization of the number of days and/or cycles subjects were exposed to study drug 
will be provided.
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8.1.5.2 Adverse Events

Analyses of adverse events will include only "treatment-emergent" events, i.e., those that 
have an onset on or after the day of the first dose of study drug (veliparib or placebo).  
Analyses will not include those that have an onset greater than 30 days after the last dose 
of study drug.

Treatment-emergent adverse events will be summarized by preferred terms within a 
System and Organ Class according to the most current Medical Dictionary for Regulatory 
Activities (MedDRA) dictionary.  In addition, the percentage of subjects experiencing an 
adverse event at a NCI CTCAE Version 4.0 Published:  May 28, 2009 (v4.03:  
June 14, 2010)43 toxicity grade, and relationship to study drug will be provided.  The 
percentages of subjects experiencing an adverse event will be compared between Arm 2 
and 3 versus Arm 1 using Fisher's exact test.

The frequencies and percentages of subjects experiencing a treatment-emergent Grade 3 
or Grade 4 peripheral neuropathy will be summarized and compared between the 
treatment arms using CMH test stratified by the stratification factors.

8.1.5.3 Serious Adverse Events

Serious adverse events will be summarized using the same methods as Adverse Events 
described above.

8.1.5.4 Deaths

The number of subject deaths will be summarized (1) for deaths occurring within 30 days 
of the last dose of study drug, (2) for deaths occurring more than 30 days of the last dose 
of study drug and (3) for all deaths in this study regardless of the number of days after the 
last dose of study drug.
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8.1.5.5 Analyses of Laboratory and Vital Signs Data

Changes from baseline will be analyzed for each scheduled post-baseline visit and for the 
final visit for blood chemistry and hematology parameters, as well as urinalysis and vital 
sign parameters.  If more than one measurement exists for a subject on a particular day, 
then an arithmetic average will be calculated.  This average will be considered to be that 
subject's measurement for that day.  Post-baseline measurements more than 30 days after 
the last dose of study drug will not be included.  Subjects that do not have a baseline 
measurement or do not have any post-baseline measurements will not be included.  
Comparisons of the differences in mean changes from baseline for Arm 2 and 3 versus 
Arm 1 will be made using ANOVA with treatment group as the factor for each 
post-baseline visit.

8.1.5.6 Analyses of Laboratory Data Using NCI CTCAE

Where applicable, blood chemistry and hematology determinations will be categorized 
according to NCI CTCAE version 4.0 Published:  May 28, 2009 (v4.03:  June 14, 2010),43

and shifts from baseline NCI CTCAE grades to maximum and final post-baseline grades 
will be assessed.

The baseline and final grades will be defined respectively as the grade of the last 
measurement collected prior to the first dose of study drug, and as the last post-baseline 
measurement collected no more than 30 days after the last dose of study drug.

The percentage of subjects experiencing a shift from baseline grades of 0 to 2 to 
maximum post-baseline grades of 3 to 4, and from baseline grades of 0 to 2 to final post 
baseline grades of 3 to 4 will be compared between Arm 2 and 3 and Arm 1 using Fisher's 
exact test.

Detailed listings of data for subjects experiencing NCI CTCAE Grade 3 to 4 blood 
chemistry and hematology values will be provided.  All measurements collected, 
regardless of the number of days after the last dose of study drug, will be included in these 
listings.
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8.1.6 Pharmacokinetic Analysis 

The pharmacokinetic parameters of rate of absorption (Ka), apparent volume of 
distribution (V/F) and oral clearance (CL/F) for veliparib may be estimated using a 
nonlinear mixed-effect population modeling approach with NONMEM software and 
reported in a separate pharmacokinetic report.

8.2 Determination of Sample Size

The study originally aimed to power for the PFS and OS endpoints in both the whole and 
the BRCA-deficient populations.  The update to the multiplicity adjustment will change 
the power as described under the original protocol, particularly in the whole population.  
Hence, fewer events will be required for the primary analysis in the whole population as 
compared to original estimates (391 versus 446).

8.2.1 Total Sample Size

The trial will enroll approximately 1100 subjects (with 1:1:1 randomization ratio for 
Arm 1:Arm 2:Arm 3) in the whole population, including approximately 264 subjects with 
BRCA-deficient status (assuming 24% of the subjects in the whole population are 
BRCA-deficient) to power the hypotheses specified in the whole and BRCA-deficient 
populations.  Detailed sample size calculation information for each endpoint of the BRCA-
deficient, HRD, and whole populations is provided in Table 18 and Table 19.

8.2.2 For the Hypotheses in the Whole Population

PFS (Arm 3 Versus Arm 1):

Testing of PFS (Arm 3 versus Arm 1) evaluates whether the veliparib-containing regimen 
in Arm 3 (C/P + veliparib → veliparib) decreases the PFS event rate relative to reference 
regimen in Arm 1 (C/P + placebo → placebo) in the whole population.  According to the 
original protocol, the power calculation for this hypothesis is based on the log-rank test at 
a one-sided alpha level of 0.0125.  Assuming a PFS hazard ratio of 0.7 in Arm 3 versus 
Arm 1, up to a total of 446 events would be needed for the test to have 94% power to 
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detect a statistically significant treatment effect.  Assuming a median PFS of 15.5 months 
in Arm 1 and an enrollment period of 18 months, and taking into account a dropout rate of 
10%, approximately 367 subjects were needed per arm in a 1:1 randomization ratio (Arm 
3 versus Arm 1) in order to have a matured PFS endpoint at around 36 months.

Based on the revised testing procedures, and keeping all other assumptions above the 
same, the power based on the log-rank test at a one-sided alpha level of 0.025 
(Scenario 1), 0.0224, and 0.0125 (Scenario 2) are 96.5%, 96.1%, 93.6%, respectively.  
The actual alpha level will depend on the testing scenario, and the ordering of the p-values 
between the HRD population and the Whole population if under Scenario 2. Power 
calculations based on 391 events are provided in Table 18 and Table 19.

PFS (Arm 2 Versus Arm 1):  

Testing of PFS (Arm 2 versus Arm 1) evaluates whether the veliparib-containing regimen 
in Arm 2 (C/P + veliparib → placebo) decreases the PFS event rate relative to reference 
regimen in Arm 1 (C/P + placebo→ placebo) in the whole population.  The original 
protocol specified that this hypothesis would be assessed with the stratified log-rank test 
at a one sided alpha level of 0.00625 or 0.0125 based on the Hochberg procedure.  The 
power calculation for this hypothesis was based on the log-rank test at a one-sided alpha 
level of 0.00625.  Assuming a PFS hazard ratio of 0.7 in Arm 2 versus Arm 1, up to a 
total of 446 events would be needed for the test to have 90% power to detect a statistically 
significant treatment effect based on the alpha level of 0.00625.  Assuming median PFS of 
15.5 months in Arm 1 and an enrollment period of 18 months, and taking into account of 
a dropout rate of 10%, approximately 367 subjects were needed per arm in a 1:1 
randomization ratio (Arm 2 versus Arm 1) to have a mature PFS endpoint at around 
36 months.  

Based on the revised testing procedures, and keeping all other assumptions above the 
same, the power based on the log-rank test at a one-sided alpha level of 0.025 is 96.5%.  
Using a one-sided alpha level of 0.0024, the power is 83.1%.  The actual alpha level will 
depend on the Testing Scenario, and on the outcome of testing PFS of 3vs1 in the HRD 
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and Whole populations if under Scenario 2.  Power calculations based on 391 events are 
provided in Table 18 and Table 19.

OS (Arm 3 Versus Arm 1):

Testing of OS (Arm 3 versus Arm 1) evaluates whether the veliparib-containing regimen 
in Arm 3 (C/P + veliparib → veliparib) decreases the OS event rate relative to reference 
regimen in Arm 1 (C/P + placebo → placebo) in the whole population.  According to the 
original protocol, this hypothesis would be assessed with the stratified log-rank test at a 
one sided alpha level of 0.00625 or 0.0125.  The power calculation for this hypothesis was 
based on the log-rank test at a one-sided alpha level of 0.00625.  Assuming an OS hazard 
ratio of 0.7 in Arm 3 versus Arm 1, up to a total of 350 events would be needed for the 
test to have 80% power to detect a statistically significant treatment effect.  Assuming a 
median OS of 41.5 months in Arm 1 and an enrollment period of 18 months, and taking 
into account of a dropout rate of 10% and an efficacy interim analysis that occurs at the 
time of the PFS analysis, approximately 367 subjects were needed per arm in a 
1:1 randomization ratio (Arm 3 versus Arm 1) to have a mature OS endpoint at around 
58 months.  

Based on the revised testing procedures, and keeping all other assumptions above the 
same, the power based on the log-rank test at a one-sided alpha level of 0.025 is 91.5%.  
Using a one-sided alpha level of 0.0024, the power is 70%.  The actual alpha level will 
depend on the outcomes of the preceding tests in the testing sequence. 

OS (Arm 2 Versus Arm 1):

Testing of OS (Arm 2 versus Arm 1) evaluates whether the veliparib-containing regimen 
in Arm 2 (C/P + veliparib → placebo) decreases the OS event rate relative to reference 
regimen in Arm 1 (C/P + placebo → placebo) in the whole population.  According to the 
original protocol, the power calculation for this hypothesis was based on the log-rank test 
at a one-sided alpha level of 0.0125.  Assuming an OS hazard ratio of 0.7 in Arm 2 versus 
Arm 1, up to a total of 350 events would be needed for the test to have 86% power to 
detect a statistically significant treatment effect.  Assuming a median OS of 41.5 months 
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in Arm 1 and an enrollment period of 18 months, and taking into account of a dropout rate 
of 10% and an efficacy interim analysis that occurs at the time of the PFS analysis, 
approximately 367 subjects were needed per arm in a 1:1 randomization ratio (Arm 2 
versus Arm 1) to have a mature OS endpoint at around 58 months.  

Based on the revised testing procedures, and keeping all other assumptions above the 
same, the power based on the log-rank test at a one-sided alpha level of 0.025 is 91.5%.  
Using a one-sided alpha level of 0.0024, the power is 70%.  The actual alpha level will 
depend on the outcomes of the preceding tests in the testing sequence. 

8.2.3 For the Hypotheses in the BRCA-Deficient Population

PFS (Arm 3 Versus Arm 1):

Testing of PFS (Arm 3 versus Arm 1) evaluates whether the veliparib-containing regimen 
in Arm 3 (C/P + veliparib → veliparib) decreases the PFS event rate relative to reference 
regimen in Arm 1 (C/P + placebo → placebo) in the BRCA-deficient population.  
According to the original protocol, the power calculation for this hypothesis was based on 
the log-rank test at a one-sided alpha level of 0.0125.  Assuming a hazard ratio for PFS of 
0.5 in Arm 3 versus Arm 1, up to a total of 79 events would be needed for the test to have 
80% power to detect a statistically significant treatment effect.  Assuming median PFS of 
21 months in Arm 1 and an enrollment period of 18 months, approximately 88 subjects 
per arm in a 1:1 randomization ratio (Arm 3 versus Arm 1) were needed to have a matured 
PFS endpoint at around 36 months taking into account of a dropout rate of 10%.

Based on the revised testing procedures, and keeping all other assumptions above the 
same, the power based on the log-rank test at a one-sided alpha level of 0.025 is 87%.

PFS (Arm 2 Versus Arm 1):  

Testing of PFS (Arm 2 versus Arm 1) evaluates whether the veliparib-containing regimen 
in Arm 2 (C/P + veliparib → veliparib) decreases the PFS event rate relative to reference 
regimen in Arm 1 (C/P + placebo → placebo) in the BRCA-deficient population.  
According to the original protocol, the power calculation for this hypothesis was based on 
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the log-rank test at a one-sided alpha level of 0.0125.  Assuming a hazard ratio for PFS of 
0.5 in Arm 2 versus Arm 1, up to a total of 79 events would be needed for the test to have 
80% power to detect a statistically significant treatment effect.  Assuming median PFS of 
21 months in Arm 1 and an enrollment period of 18 months, approximately 88 subjects 
per arm in a 1:1 randomization ratio (Arm 2 versus Arm 1) were needed to have a matured 
PFS endpoint at around 36 months taking into account of a dropout rate of 10%.

Based on the revised testing procedures, and keeping all other assumptions above the 
same, the power based on the log-rank test at a one-sided alpha level of 0.0248 is 87%.  If 
under Scenario 2, only one of HRD or Whole is significant, then the power based on the 
log-rank test at a one-sided alpha level of 0.0024 is 61%. 

OS (Arm 3 Versus Arm 1):

Testing of OS (Arm 3 versus Arm 1) evaluates whether the veliparib-containing regimen 
in Arm 3 (C/P + veliparib → veliparib) decreases the OS event rate relative to reference 
regimen in Arm 1 (C/P + placebo → placebo) in the BRCA-deficient population.  
According to the original protocol, the power calculation for this hypothesis was based on 
the log-rank test at a one-sided alpha level of 0.0125.  Assuming a hazard ratio for OS of 
0.5 in Arm 3 versus Arm 1, up to a total of 79 events would be needed for the test to have 
80% power to detect a statistically significant treatment effect.  Assuming median OS of 
53 months in Arm 1 and an enrollment period of 18 months, approximately 88 subjects 
per arm in a 1:1 randomization ratio (Arm 3 versus Arm 1) were needed to have a matured 
OS endpoint at around 77 months, taking into account of a dropout rate of 10% and 2 
efficacy interim analyses that occur at the time of the PFS analysis and OS analysis for the 
whole population.

Based on the revised testing procedures, and keeping all other assumptions above the 
same, the power based on the log-rank test at a one-sided alpha level of 0.0248 is 87%.  
Using a one-sided alpha level of 0.0024, the power is 61%.  The actual alpha level will 
depend on the outcomes of the preceding tests in the testing sequence. 
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OS (Arm 2 Versus Arm 1):

Testing of OS (Arm 2 versus Arm 1) evaluates whether the veliparib containing regimen 
in Arm 2 (C/P + veliparib → placebo) decreases the OS event rate relative to reference 
regimen in Arm 1 (C/P + placebo → placebo) in the BRCA-deficient population.  
According to the original protocol, the power calculation for this hypothesis was based on 
the log-rank test at a one-sided alpha level of 0.0125.  Assuming a hazard ratio for OS of 
0.5 in Arm 2 versus Arm 1, up to a total of 79 events would be needed for the test to have 
80% power to detect a statistically significant treatment effect.  Assuming median OS of 
53 months in Arm 1 and an enrollment period of 18 months, approximately 88 subjects 
per arm in a 1:1 randomization ratio (Arm 2 versus Arm 1) were needed to have a matured 
OS endpoint at around 77 months, taking into account of a dropout rate of 10% and 2 
efficacy interim analyses that occur at the time of the PFS analysis and OS analysis for the 
whole population.

Based on the revised testing procedures, and keeping all other assumptions above the 
same, the power based on the log-rank test at a one-sided alpha level of 0.0248 is 87%.  
Using a one-sided alpha level of 0.0024, the power is 61%.  The actual alpha level will 
depend on the outcomes of the preceding tests in the testing sequence. 

8.2.4 For the Hypotheses in the HRD Population

PFS (Arm 3 Versus Arm 1):

Testing of PFS (Arm 3 versus Arm 1) evaluates whether the veliparib-containing regimen 
in Arm 3 (C/P + veliparib → veliparib) decreases the PFS event rate relative to reference 
regimen in Arm 1 (C/P + placebo → placebo) in the HRD population.  According to
Scenario 1 of the revised testing procedure, the power calculation for this hypothesis is 
based on the log-rank test at a one-sided alpha level of 0.025.  It is currently estimated that 
at the time of achieving the latter of 646 PFS events in the Whole Population and 109 in 
the BRCA deficient population, that at least 242 total events will accrue in the HRD 
population.  Assuming a HR = 0.60, we can expect a total of 170 events in Arm 3 and 
Arm 1 combined.  Assuming a hazard ratio for PFS of 0.6 in Arm 3 versus Arm 1, 
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242 events will provide 91.5% power to detect a statistically significant treatment effect.  
Assuming a median PFS of 18 months in Arm 1 and an enrollment period of 18 months, 
approximately 160 subjects per arm in a 1:1 randomization ratio (Arm 3 versus Arm 1) 
are needed to have a matured PFS endpoint at around 36 months taking into account of a 
dropout rate of 10%.

Based on Scenario 2 of the revised testing procedures, and keeping all other assumptions 
above the same, the power based on the log-rank test at a one-sided alpha level of 0.0224 
and 0.0125 is 90.8% and 86%, respectively. 

PFS (Arm 2 Versus Arm 1):

Testing of PFS (Arm 2 versus Arm 1) evaluates whether the veliparib-containing regimen 
in Arm 2 (C/P + veliparib → placebo) decreases the PFS event rate relative to reference 
regimen in Arm 1 (C/P + placebo → placebo) in the HRD population.  According to 
Scenario 1 of the revised testing procedure, the power calculation for this hypothesis is 
based on the log-rank test at a one-sided alpha level of 0.025.  It is currently estimated that 
at the time of achieving the latter of 646 PFS events in the Whole Population and 109 in 
the BRCA deficient population, that at least 242 total events will accrue in the HRD 
population.  Assuming a HR = 0.60, we can expect a total of 170 events in Arm 2 and 
Arm 1 combined.  Assuming a hazard ratio for PFS of 0.6 in Arm 2 versus Arm 1, 
242 events will provide 91.5% power to detect a statistically significant treatment effect.  
Assuming a median PFS of 18 months in Arm 1 and an enrollment period of 18 months, 
approximately 160 subjects per arm in a 1:1 randomization ratio (Arm 2 versus Arm 1) 
are needed to have a matured PFS endpoint at around 36 months taking into account of a 
dropout rate of 10%.

Based on Scenario 2 of the revised testing procedures, and keeping all other assumptions 
above the same, the power based on the log-rank test at a one-sided alpha level of 0.0024 
is 70%. 
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OS (Arm 3 Versus Arm 1):

Testing of OS (Arm 3 versus Arm 1) evaluates whether the veliparib-containing regimen 
in Arm 3 (C/P + veliparib → veliparib) decreases the OS event rate relative to reference 
regimen in Arm 1 (C/P + placebo → placebo) in the HRD population.  According to 
Scenario 1 of the revised testing procedure, the power calculation for this hypothesis is 
based on the log-rank test at a one-sided alpha level of 0.025.  Assuming a hazard ratio for 
OS of 0.6 in Arm 3 versus Arm 1, up to a total of 166 events will be needed for the test to 
have 90% power to detect a statistically significant treatment effect.  Assuming median 
OS of 47 months in Arm 1 and an enrollment period of 18 months, approximately 
160 subjects per arm in a 1:1 randomization ratio (Arm 3 versus Arm 1) are needed to 
have a matured OS endpoint at around 77 months, taking into account of a dropout rate of 
10% and 2 efficacy interim analyses that occur at the time of the PFS analysis and OS 
analysis for the whole population.

Based on Scenario 2 of the revised testing procedures, and keeping all other assumptions 
above the same, the power based on the log-rank test at a one-sided alpha level of 0.0024, 
the power is 68.6%.  The actual alpha level will depend on the outcomes of the preceding 
tests in the testing sequence. 

OS (Arm 2 Versus Arm 1):

Testing of OS (Arm 2 versus Arm 1) evaluates whether the veliparib containing regimen 
in Arm 2 (C/P + veliparib → placebo) decreases the OS event rate relative to reference 
regimen in Arm 1 (C/P + placebo → placebo) in the HRD population.  Based on 
Scenario 1 of the revised testing procedure, the power calculation for this hypothesis is 
based on the log-rank test at a one-sided alpha level of 0.025.  Assuming a hazard ratio for 
OS of 0.6 in Arm 2 versus Arm 1, up to a total of 166 events will be needed for the test to 
have 90% power to detect a statistically significant treatment effect.  Assuming median 
OS of 47 months in Arm 1 and an enrollment period of 18 months, approximately 160 
subjects per arm in a 1:1 randomization ratio (Arm 2 versus Arm 1) are needed to have a 
matured OS endpoint at around 77 months, taking into account of a dropout rate of 10% 
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and 2 efficacy interim analyses that occur at the time of the PFS analysis and OS analysis 
for the whole population.

Based on Scenario 2 the revised testing procedures, and keeping all other assumptions 
above the same, the power based on the log-rank test at a one-sided alpha level of 0.0024, 
the power is 68.6%.  The actual alpha level will depend on the outcomes of the preceding 
tests in the testing sequence.
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8.3 Timing for Analyses and Unblinding of the Study

As shown in Table 18 and Table 19, the estimated PFS endpoint mature time is 
approximately 36 months for both the whole and the BRCA-deficient population, as well 
as the HRD population, and the estimated OS endpoint mature time is approximately 
58 months for the whole population and 77 months for the BRCA-deficient and HRD 
populations.  AbbVie will unblind the data to perform the primary analyses when required 
numbers of PFS endpoints are accrued in the BRCA-deficient, HRD, and whole 
populations.  The data cutoff date for the primary analyses of PFS will be determined 
when the total number of PFS events in Arms 1 and 3 combined have reached at least 
79 in the BRCA-deficient population, at least 170 in the HRD population, and at least 
391 in the whole population.  Since this is a blinded study involving 3 arms, an 
independent statistical data analysis center will inform the sponsor when all criteria 
specified above have been met.  Subsequently all subjects will be followed as planned for 
survival and investigators and subjects will remain blinded to reduce bias.  The 
subsequent OS analyses will occur when the required numbers of OS endpoints are 
accrued.  Additional analyses of efficacy and safety may be performed in Japanese 
subjects after the primary analyses to meet the Japanese regulatory requirements.  
Additional details on these analyses will be specified in a separate SAP for the Japanese 
subjects.

8.4 Randomization Methods

An Interactive Response Technology (IRT) system will be utilized to randomize subjects.  
Before the study is initiated, directions for the IRT will be provided to each site.  The 
investigational site will contact the IRT on or prior the subject's Cycle 1 Day 1 visit and a 
unique randomization number will be provided.

Subject randomization will be stratified into 48 groups as defined by combining 
categories of the four randomization stratification factors listed as below:

1. Stage of the disease:
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● III
● IV

2. Residual disease and choice of regimen:

● Q3-weeks carboplatin/paclitaxel, no residual disease
● Q3-weeks carboplatin/paclitaxel, any residual disease
● Q-week carboplatin/paclitaxel, no residual disease
● Q-week carboplatin/paclitaxel, any residual disease
● Interval cytoreductive surgery, Q3-weeks carboplatin/paclitaxel 
● Interval cytoreductive surgery, Q-weeks carboplatin/paclitaxel 

3. Region:

● Japan
● North America or Rest of World

4. germline BRCA mutation status

● gBRCA positive 
● gBRCA negative or unknown

Cancer stage at diagnosis, maximal residual disease, and BRCA mutation status are major 
prognostic factors of survival.  Complete (no visible residual disease) and optimal 
(residual disease < 1 cm) primary surgical cytoreduction is also associated with prolonged 
survival in advanced epithelial ovarian cancer.40,42  To control for these known prognostic 
factors, randomization will be stratified by (Stage III versus IV), residual disease (any 
residual disease versus no visual residual disease) following initial cytoreductive surgery 
and germline BRCA mutation status (positive versus negative or unknown).  Residual 
disease following interval cytoreduction will be captured and recorded on electronic case 
report forms (eCRFs) for subjects receiving treatment with carboplatin and paclitaxel as 
the data will not be available at randomization but could still influence 
outcomes/prognosis.  Randomization will also be stratified by choice of therapy to 
minimize the impact of potential heterogeneity between these regimens and for region to 
account for regional differences in treatment decisions and surgical practices.
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During randomization, subjects within each of the 48 stratification groups will be 
randomized in a 1:1:1 ratio to treatment Arms 1, 2 and 3, respectively.

The stratification factors used for the randomization should be the last values on or prior 
to the date of randomization and should be consistent with those on the eCRF.

Randomization to Arms 1, 2, and 3 will occur until the required number of subjects is 
enrolled as defined in Section 8.2.

9.0 Ethics

9.1 Independent Ethics Committee (IEC) or Institutional Review 
Board (IRB)

Good Clinical Practice (GCP) requires that the clinical protocol, any protocol 
amendments, the Investigator's Brochure, the informed consent and all other forms of 
subject information related to the study (e.g., advertisements used to recruit subjects) and 
any other necessary documents be reviewed by an IEC/IRB.  The IEC/IRB will review the 
ethical, scientific and medical appropriateness of the study before it is conducted.  
IEC/IRB approval of the protocol, informed consent and subject information and/or 
advertising, as relevant, will be obtained prior to the authorization of drug shipment to a 
study site.

Any amendments to the protocol will require IEC/IRB approval prior to implementation 
of any changes made to the study design.  The Investigator will be required to submit, 
maintain and archive study essential documents according to International Conference on 
Harmonization (ICH) GCP.

Any serious adverse events that meet the reporting criteria, as dictated by local 
regulations, will be reported to both responsible Ethics Committees and Regulatory 
Agencies, as required by local regulations.  During the conduct of the study, the 
Investigator should promptly provide written reports (e.g., ICH Expedited Reports, and 
any additional reports required by local regulations) to the IEC/IRB of any changes that



Veliparib (ABT-888)
M13-694 Protocol Amendment 7
EudraCT 2014-005070-11

142

affect the conduct of the study and/or increase the risk to subjects.  Written documentation 
of the submission to the IEC/IRB should also be provided to AbbVie.

9.2 Ethical Conduct of the Study

The study will be conducted in accordance with the protocol, International Conference on 
Harmonization (ICH) guidelines, applicable regulations and guidelines governing clinical 
study conduct and the ethical principles that have their origin in the Declaration of 
Helsinki.  Responsibilities of the clinical investigator are specified in Appendix A.

9.3 Subject Information and Consent

The Investigator or his/her representative will explain the nature of the study to the 
subject, and answer all questions regarding this study.  Prior to any study-related 
screening procedures being performed on the subject, the informed consent statement will 
be reviewed and signed and dated by the subject, the person who administered the 
informed consent, and any other signatories according to local requirements.  A copy of 
the main study informed consent form will be given to the subject and the original will be 
placed in the subject's medical record.  An entry must also be made in the subject's dated 
source documents to confirm that informed consent was obtained prior to any 
study-related procedures and that the subject received a signed copy.

An informed consent, approved by an IRB/IEC, must be voluntarily signed and dated 
before samples are collected for optional exploratory research.  The nature of the testing 
should be explained and the subject given an opportunity to ask questions.  The informed 
consent must be signed before the samples are collected and any testing is performed.  If 
the subject does not consent to provide samples for the optional exploratory research, it 
will not impact their participation in the study.

In the event a subject withdraws from the main study, stored biomarker and optional 
exploratory research samples will continue to be stored and analyzed unless the subject 
specifically withdraws consent for these samples (samples will not be stored for more than 
20 years).  If consent is withdrawn for the biomarker and optional sampling, the subject 
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must inform their study doctor, and once AbbVie is informed, the samples will be 
destroyed.  In the event that destruction is not possible, they will no longer be linked to 
the subject.  However, if the subject withdraws his/her consent and the samples have 
already been tested, those results will still remain as part of the overall research data.

9.3.1 Informed Consent Form and Explanatory Material

In Japan, the principal investigator will prepare the consent form and explanatory material 
required to obtain subject's consent to participate in the study with the cooperation of the 
sponsor and will revise these documents as required.  The prepared or revised consent 
forms and explanatory material will be submitted to the sponsor.  Approval of the IRB 
will be obtained prior to use in the study.

9.3.2 Revision of the Consent Form and Explanatory Material

In Japan, when important new information related to the subject's consent becomes 
available, the principal investigator will revise the consent form and explanatory material 
based on the information without delay and will obtain the approval of the IRB prior to 
use in the study.  The investigator will provide the information, without delay, to each 
subject already participating in the study, and will confirm the intention of each subject to 
continue the study or not.  The investigator shall also provide a further explanation using 
the revised form and explanatory material and shall obtain written consent from each 
subject of their own free will to continue participating in the study.

10.0 Source Documents and Case Report Form 
Completion

10.1 Source Documents

Source documents are defined as original documents, data and records.  This may include 
hospital records, clinical and office charts, laboratory data/information, subjects' diaries or 
evaluation checklists, pharmacy dispensing and other records, recorded data from 
automated instruments, microfiches, photographic negatives, microfilm or magnetic 
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media, and/or x-rays.  Data collected during this study must be recorded on the 
appropriate source documents.

The investigator(s)/institution(s) will permit study-related monitoring, audits, IEC/IRB 
review, and regulatory inspection(s), providing direct access to source data documents.

10.2 Case Report Forms

Case report forms (CRF) must be completed for each subject screened/enrolled in this 
study.  These forms will be used to transmit information collected during the study to 
AbbVie and regulatory authorities, as applicable.  The CRF data for this study are being 
collected with an electronic data capture (EDC) system called Rave® provided by the 
technology vendor Medidata Solutions Incorporated, NY, USA.  The EDC system and the 
study-specific electronic case report forms (eCRFs) will comply with Title 21 CFR 
Part 11.  The documentation related to the validation of the EDC system is available 
through the vendor, Medidata, while the validation of the study-specific eCRFs will be 
conducted by AbbVie and will be maintained in the Trial Master File at AbbVie.

The Investigator will document subject data in his/her own subject files.  These subject 
files will serve as source data for the study.  All eCRF data required by this protocol will 
be recorded by investigative site personnel in the EDC system.  All data entered into the 
eCRF will be supported by source documentation.

The Investigator or an authorized member of the Investigator's staff will make any 
necessary corrections to the eCRF.  All change information, including the date and person 
performing the corrections, will be available via the audit trail, which is part of the EDC 
system.  For any correction, a reason for the alteration will be provided.  The eCRFs will 
be reviewed periodically for completeness, legibility, and acceptability by AbbVie 
personnel (or their representatives).  AbbVie (or their representatives) will also be allowed 
access to all source documents pertinent to the study in order to verify eCRF entries.  The 
principal Investigator will review the eCRFs for completeness and accuracy and provide 
his or her electronic signature and date to eCRFs as evidence thereof.
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Medidata will provide access to the EDC system for the duration of the trial through a 
password-protected method of internet access.  Such access will be removed from 
Investigator sites at the end of the site's participation in the study.  Data from the EDC 
system will be archived on appropriate data media (CD-ROM, etc.) and provided to the 
Investigator at that time as a durable record of the site's eCRF data.  It will be possible for 
the Investigator to make paper printouts from that media.

11.0 Data Quality Assurance

Computer logic and manual checks will be created to identify items such as inconsistent 
study dates.  Any necessary corrections will be made to the eCRF.

12.0 Use of Information

Any research that may be done using optional exploratory research samples from this 
study will be experimental in nature and the results will not be suitable for clinical 
decision making or patient management.  Hence, the subject, will not be informed of 
individual results, should analyses be performed, nor will anyone not directly involved in 
this research.  Correspondingly, researchers will have no access to subject identifiers.  
Individual results will not be reported to anyone not directly involved in this research 
other than for regulatory purposes.  Aggregate data from optional exploratory research 
may be provided to investigators and used in scientific publications or presented at 
medical conventions.  Optional exploratory research information will be published or 
presented only in a way that does not identify any individual subject.

12.1 Publication

The Investigators have the right to publish the results of the study, but with due regard to 
the protection of confidential information.  Accordingly, AbbVie shall have the right to 
review and approve any paper for publication, including oral presentation and abstracts, 
which utilize data generated from this study.  At least 60 days before any such paper or 
abstract is presented or submitted for publication, a complete copy shall be given to 
AbbVie for review.  AbbVie shall review any such paper or abstract and give its 
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comments to the author(s) promptly.  The Investigator shall comply with AbbVie's 
confidential information in any such paper and agrees to withhold publication of same for 
an additional 60 days in order to permit AbbVie to obtain patent or other proprietary 
rights protection, if AbbVie deems it necessary.

13.0 Completion of the Study

The Investigator will conduct the study in compliance with the protocol and complete the 
study within the timeframe specified in the contract between the investigator (Director of 
the Site in Japan) and AbbVie.  Continuation of this study beyond this date must be 
mutually agreed upon in writing by both the Investigator (Director of the Site in Japan) 
and AbbVie.  The investigator will provide a final report to the IEC/IRB following 
conclusion of the study, and will forward a copy of this report to AbbVie or their 
representative.

The Investigator (Director of the Site in Japan) must retain any records related to the study 
according to local requirements.  If the Investigator (Director of the Site in Japan) is not 
able to retain the records, he/she must notify AbbVie to arrange alternative archiving 
options.

AbbVie will select the signatory investigator from the investigators who participate in the 
study.  Selection criteria for this Investigator will include level of participation as well as 
significant knowledge of the clinical research, investigational drug and study protocol.  
The signatory Investigator for the study will review and sign the final study report in 
accordance with the European Agency for the Evaluation of Medicinal Products (EMEA) 
Guidance on Investigator's Signature for Study Reports.

The global end-of-study is defined as the date of the last subject's last visit, or the date of 
the last subject's last follow-up contact, whichever is later.  The sponsor may also end the 
study upon confirmation that the primary endpoint was statistically met.
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14.0 Investigator's Agreement

1. I have received and reviewed the Investigator's Brochure for veliparib and the 
product labeling for carboplatin and paclitaxel.

2. I have read this protocol and agree that the study is ethical.

3. I agree to conduct the study as outlined and in accordance with all applicable 
regulations and guidelines.

4. I agree to maintain the confidentiality of all information received or developed in 
connection with this protocol.

5. I agree that all electronic signatures will be considered the equivalent of a 
handwritten signature and will be legally binding.

Protocol Title: A Phase 3 Placebo-Controlled Study of Carboplatin/Paclitaxel With 
or Without Concurrent and Continuation Maintenance Veliparib 
(PARP inhibitor) in Subjects with Previously Untreated Stages III or 
IV High-Grade Serous Epithelial Ovarian, Fallopian Tube, or 
Primary Peritoneal Cancer

Protocol Date: 01 May 2020

Signature of Principal Investigator Date

Name of Principal Investigator (printed or typed)
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Appendix A. Responsibilities of the Clinical Investigator

Clinical research studies sponsored by AbbVie are subject to the Good Clinical Practices 
(GCP) and local regulations and guidelines governing the study at the site location.  In 
signing the Investigator Agreement in Section 14.0 of this protocol, the investigator is 
agreeing to the following:

1. Conducting the study in accordance with the relevant, current protocol, making 
changes in a protocol only after notifying AbbVie, except when necessary to 
protect the safety, rights or welfare of subjects.

2. Personally conducting or supervising the described investigation(s).

3. Informing all subjects, or persons used as controls, that the drugs are being used for 
investigational purposes and complying with the requirements relating to informed 
consent and ethics committees (e.g., independent ethics committee [IEC] or 
institutional review board [IRB]) review and approval of the protocol and 
amendments.

4. Reporting adverse experiences that occur in the course of the investigation(s) to 
AbbVie and the site director.

5. Reading the information in the Investigator's Brochure/safety material provided, 
including the instructions for use and the potential risks and side effects of the 
investigational product(s).

6. Informing all associates, colleagues, and employees assisting in the conduct of the 
study about their obligations in meeting the above commitments.

7. Maintaining adequate and accurate records of the conduct of the study, making 
those records available for inspection by representatives of AbbVie and/or the 
appropriate regulatory agency, and retaining all study-related documents until 
notification from AbbVie.

8. Maintaining records demonstrating that an ethics committee reviewed and 
approved the initial clinical investigation and all amendments.
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9. Reporting promptly, all changes in the research activity and all unanticipated 
problems involving risks to human subjects or others, to the appropriate individuals 
(e.g., coordinating investigator, institution director) and/or directly to the ethics 
committees and AbbVie.

10. Following the protocol and not make any changes in the research without ethics 
committee approval, except where necessary to eliminate apparent immediate 
hazards to human subjects.
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Appendix B. List of Protocol Signatories

Name Title Functional Area

Clinical 
Clinical Program Development
Statistics
Statistics
Pharmacokinetics
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Appendix C. Ovarian Surgical Procedure

Purpose: To obtain an accurate staging of ovarian cancer; to perform 
maximum resection of ovarian cancer; to optimize the selection 
of postoperative therapy.

Indications: All cases of ovarian cancer, including borderline tumors of the 
ovary.

Contraindications: Poor surgical risk.

Content of Procedure

1. The procedure's exposure must be adequate to explore the entire abdominal cavity 
and allow safe cytoreductive surgery.  A vertical incision is recommended for 
celiotomy.  Endoscopic approaches should not compromise disease assessment nor 
feasibility of resection.  The goal for any resection attempt is no visible tumor 
residuum, or R0 resection.

2. The volume of any free peritoneal fluid should be estimated.  Free peritoneal fluid 
is to be aspirated for cytology.  If no free peritoneal fluid is present, separate 
peritoneal washings will be obtained from the pelvis, paracolic gutters and 
infradiaphragmatic area.  These may be submitted separately or as a single 
specimen.  Subjects with Stage III or IV disease do not require cytologic 
assessment.

3. All peritoneal surfaces including the undersurface of both diaphragms and the 
serosa and mesentery of the entire gastrointestinal tract will be visualized and 
palpated for evidence of metastatic disease.

4. Careful inspection of the omentum and removal if possible of at least the infracolic 
omentum will be accomplished.  At minimum a biopsy of the omentum must be 
obtained.

5. If possible an extrafascial total abdominal hysterectomy and bilateral salpingo 
oophorectomy will be performed.  If this is not possible or not indicated, a biopsy 
of the ovary and sampling of the endometrium must be performed.  The surgery 
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section (§4.1) in selected ovarian cancer protocols may permit a unilateral 
salpingo-oophorectomy and/or subtotal hysterectomy.

6. If there is no evidence of disease beyond the ovary or pelvis, the following must be 
done. 

a. Peritoneal biopsies from:

i. Cul-de-sac

ii. Vesical peritoneum

iii. Right and left pelvic sidewalls

iv. Right and left paracolic gutters

b. Biopsy or scraping of the right diaphragm

c. Selective bilateral pelvic and periaortic lymph node sampling.

d. Infracolic omentectomy

7. Selective pelvic and periaortic lymph node sampling must be done in the following 
situations:

a. Subjects with tumor nodules outside the pelvis which are ≤ 2 cm (presumed 
Stage IIIB) must have bilateral pelvic and periaortic lymph node biopsies

b. Subjects with parenchymal Stage IV disease and those with tumor nodules 
outside the pelvis which are greater than 2 cm do not require pelvic or periaortic 
lymph node biopsies unless the only nodule greater than 2 cm is a lymph node 
in which case it must be at least biopsied, or preferentially, resected.

8. Histologically confirmed metastatic nodal disease makes further node sampling 
unnecessary unless their resection would enable R0 resection.

Adequate assessment of tumor persistence and resection should be made during surgery.
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Appendix D. General Chemotherapy Guidelines

● A subject will be permitted to have a new cycle of chemotherapy delayed up to 
7 days (without this being considered to be a protocol violation) for major life 
events (e.g., serious illness in a family member, major holiday, vacation which 
is unable to be re-scheduled).  Documentation to justify this decision should be 
provided. 

● It will be acceptable for individual chemotherapy doses to be delivered within 
a 24-hour window before and after the protocol-defined date for "Day 1" 
treatment.  If the treatment due date is a Friday, and the subject cannot be 
treated on that Friday, then the window for treatment would include the 
Thursday (1 day earlier than due) through the Monday (Day 3 past due). 

● For weekly regimens, it will be acceptable for individual chemotherapy doses 
to be delivered within a "24-hour window," for example; "Day 8 
chemotherapy" can be delivered on Day 7, Day 8, or Day 9 and "Day 15 
chemotherapy" can be given on Day 14, Day 15, or Day 16. 

● Chemotherapy doses can be "rounded" according to institutional standards 
without being considered a protocol violation (most institutions use a rule of 
approximately ± 5% of the calculated dose). 

● Chemotherapy doses are required to be recalculated if the subject has a weight 
change of greater than or equal to 10%.  Subjects are permitted to have 
chemotherapy doses recalculated for < 10% weight changes.

● The Fujimoto, DuBois, or institutional standard formulas may be used to 
calculate BSA.

● It is acceptable for capping BSA at 2.0 for paclitaxel dosing, if it is site's 
institutional practice to do so.
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Appendix E. Carboplatin Dose Calculation Instructions

Dosing of Carboplatin:

1. The carboplatin dose will be calculated to reach a target area under the curve 
(AUC) according to the Calvert formula using an estimated glomerular filtration 
rate (GFR) from the Cockcroft-Gault formula.

2. The initial dose of carboplatin must be calculated using GFR.  In the absence of 
renal toxicity greater than or equal to CTCAE Grade 2 (serum creatinine >1.5 × 
ULN) or toxicity requiring dose modification, the dose of carboplatin will not need 
to be recalculated for subsequent cycles, but will be subject to dose modification 
for toxicity as noted in the protocol.

3. Carboplatin doses are required to be recalculated if the subject has a weight change 
of greater than or equal to 10%.  Subjects are permitted to have chemotherapy 
doses recalculated for < 10% weight changes.

4. At the time of dose modification, if the subject's age had changed (the subject has 
had a birthday), the site can use the current age.

5. In subjects with an abnormally low serum creatinine (less than 0.7 mg/dl), the 
creatinine clearance should be estimated using a minimum value of 0.7 mg/dl.  For 
trials where subjects enter and are treated within less than or equal to 12 weeks of 
surgery:  If a more appropriate (higher) baseline creatinine value is available from 
the pre-operative period (within 4 weeks of surgery date), that value may also be 
used for the initial estimation of GFR.
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CALVERT FORMULA:

Carboplatin dose (mg) = target AUC × (GFR + 25)

NOTE:  the GFR used in the Calvert formula should not exceed 125 ml/min.  Maximum
carboplatin dose (mg) = target AUC (mg/min) × 150 ml/min.  The maximum allowed 
doses of carboplatin are:

● AUC 6 = 900 mg
● AUC 5 = 750 mg
● AUC 4 = 600 mg

For the purposes of this protocol, the GFR is considered to be equivalent to the estimated 
creatinine clearance.  The estimated creatinine clearance (ml/min) is calculated by the 
method of Cockcroft-Gault using the following formula:

Creatinine Clearance (mL/min) = [140-Age (years)] × Weight (kg) × 0.85
72 × serum creatinine (mg/dl)

Notes:

1. Weight in kilograms (kg)

a. Body Mass Index (BMI) should be calculated for each patient.  A BMI 
calculator is available at the following link:  
http://www.nhlbi.nih.gov/health/educational/lose_wt/BMI/bmicalc.htm

b. Actual weight should be used for estimation of GFR for patients with BMI of 
less than 25

c. Adjusted weight should be used for estimation of GFR for patients with BMI 
of greater than or equal to 25

d. Adjusted weight calculation:

● Ideal weight (kg) = (((Height (cm)/2.54) – 60) × 2.3) + 45.5
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● Adjusted weight (kg) = (Actual weight – Ideal weight) × 0.40) + Ideal 
weight

2. The Cockcroft-Gault formula above is specifically for women (it includes the 
0.85 factor).

3. For sites in which the institutional practice is to estimate GFR using 
isotopic/EDTA clearance:  if the calculated carboplatin dose (using Cockcroft & 
Gault formula) is > 10% higher than the carboplatin calculated using the 
EDTA-based GFR, carboplatin dose may be administered as calculated per 
institutional guidelines.  GFR estimated using isotopic/EDTA clearance should 
then be used for subsequent doses and dose modifications.

At the time of a dose modification for toxicity:

If the creatinine at the time of a dose modification is lower than the creatinine used to 
calculate the previous dose, use the previous (higher) creatinine; if the creatinine at the 
time of a dose modification is higher than the creatinine used to calculate the previous 
dose, use the current (higher) creatinine.  This will ensure that the patient is actually 
receiving a dose reduction.



Veliparib (ABT-888)
M13-694 Protocol Amendment 7
EudraCT 2014-005070-11

162

Appendix F. FIGO Stage Grouping for Primary Carcinoma of the Ovary

These categories are based on findings at clinical examination and/or surgical exploration.  
The histologic characteristics are to be considered in the staging, as are results of 
cytologic testing as far as effusions are concerned.  It is desirable that a biopsy be 
performed on suspicious areas outside the pelvis.

STAGE I:  Tumor confined to ovaries

IA Tumor limited to one ovary, capsule intact, no tumor on surface, negative 
washings

IB Tumor involves both ovaries, otherwise like 1A

IC Tumor limited to 1 or both ovaries

IC1 Surgical spill

IC2 Capsule rupture before surgery or tumor on ovarian surface

IC3 Malignant cells in the ascites or peritoneal washings

STAGE II:  Tumor involves 1 or both ovaries with pelvic extension (below the pelvic 
brim) or primary peritoneal cancer

IIA Extension and/or implant on uterus and/or fallopian tubes

IIB Extension to other pelvic intraperitoneal tissues

STAGE III:  Tumor involves 1 or both ovaries with cytologically or histologically 
confirmed spread to the peritoneum outside the pelvis and/or metastases to the 

retroperitoneal lymph nodes

IIIA (positive retroperitoneal lymph nodes and/or microscopic metastases beyond the 
pelvis

IIIA1 Positive retroperitoneal lymph nodes only

IIIA1 (i) Metastases ≤ 10 mm

IIIA1 (ii) Metastases > 10 mm

IIIA2 Microscopic, extrapelvic (above the brim) peritoneal involvement ± positive 
retroperitoneal nodes

IIIB Macroscopic, extrapelvic, peritoneal metastases ≤ 2 cm ± retroperitoneal 
lymph nodes.  Includes extension to capsule of liver/spleen
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IIIC Macroscopic, extrapelvic, peritoneal metastasis > 2 cm ± positive 
retroperitoneal lymph nodes.  Includes extension to capsule of liver/spleen

STAGE IV:  Distant metastases excluding peritoneal metastases

IVA Pleural effusion with positive cytology

IVB Hepatic and/or splenic parenchymal metastases, metastases to 
extraabdominal organs (including inguinal lymph nodes and lymph nodes
outside of the abdominal cavity)

Other major recommendations are as follows:

● Histologic type including grading should be designated at staging
● Primary site (ovary, Fallopian tube or peritoneum) should be designated where 

possible
○ Tumors that may otherwise qualify for stage I but involved with dense 

adhesions justify upgrading to Stage II if tumor cells are histologically 
proven to be present in the adhesions
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Appendix G. Guidance for Identifying High Grade Serous Carcinoma

The following should be considered when determining a diagnosis of high grade serous 
carcinoma:

● Diagnosed as Grade 2 or Grade 3 serous carcinoma using Shimizu-Silverberg 
grading scheme.  

● Wide spectrum of architectural patterns, including solid, glandular, and 
cribriform patterns, and patterns resembling transitional cell carcinoma.  At 
least focal papillae and micropapillae with gaping and slit-like architectural 
features are present.

● Histologic variants such as transitional cell carcinoma or serous carcinoma 
with microcystic features.

● High nuclear grade, with extreme nuclear size variability (> 5×).
● More than 10 mitotic figures per 10 high power fields.
● Typically disseminated at presentation.  WT1 expression should be sought for 

Stage I tumors.
● WT1, p53, and/or p16 overexpression may be sought if the differential 

diagnosis includes low grade serous carcinoma, endometrioid carcinoma, or 
clear cell carcinoma.

● Can be distinguished from serous borderline tumor by the presence of high 
nuclear grade if obvious stromal invasion is not identified after examination of 
multiple sections.
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Appendix H. Adverse Events Expected Due to Ovarian, Fallopian Tube, or 
Primary Peritoneal Cancer or Progression of Ovarian, Fallopian 
Tube, or Primary Peritoneal Cancer

Adverse Events Expected Due to Ovarian Cancer or Progression of Ovarian Cancer*

Abdominal pain
Abdominal distension
Ascites
Intestinal obstruction
Colonic obstruction
Small intestinal obstruction
Pleural effusion
Constipation

* Coding Guidelines for MedDRA Term Selection, AbbVie Global Pharmaceutical Research and Development 
(GPRD), Global Pharmacovigilance and Clinical Project Team, current version on file at AbbVie.
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Appendix I. Protocol Amendment:  List of Changes

The summary of changes is listed in Section 1.1.

Global Protocol Changes

"Figure 4 [Scenario 1] and Figure 5 [Scenario 2]" has been deleted throughout the 
protocol.

Specific Protocol Changes

Section 1.2  Synopsis
Subsection Statistical Methods
Heading "Efficacy"
Subheading "Interim Analyses"
Previously read:

For OS hypotheses (Arm 3 versus Arm 1, or Arm 2 versus Arm 1) in the BRCA-deficient 
population and HRD population, two efficacy interims will be performed.  The first 
interim analysis will occur at the time of the final PFS analysis (~Month 36) with a 
nominal alpha of 0.0001, and the second interim analysis will occur at the time of the OS 
analysis for the whole population (~Month 58) with a nominal alpha of 0.0001, so that the 
final OS analyses (~Month 77) have a nominal alpha of 0.0248 to have the overall alpha 
controlled at 0.025.

For OS hypotheses (Arm 3 versus Arm 1, or Arm 2 versus Arm 1) in the whole 
population, one efficacy interim will be performed at the time of the final PFS analysis 
(~Month 36) with a nominal alpha of 0.0001, so that the final OS analyses (~Month 58) 
have a nominal alpha of 0.0248.

Has been changed to read:

For the OS hypotheses (Arm 3 versus Arm 1, or Arm 2 versus Arm 1) in the BRCA-
deficient population and the HRD population, and the whole population, at least one 
efficacy interim analyses will be performed.  The first interim analysis will occur at the 
time of the final PFS analysis. 
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The alpha of the final OS analyses will depend on prior interim analyses as described in 
the statistical analysis plan (SAP).  Additional details regarding the secondary analyses, 
including any interim efficacy analyses (e.g., at the request of a regulatory agency), will 
be specified in the SAP.

Section 8.1.3  Interim Efficacy Analyses for OS
Second, third, and fourth paragraph previously read:

For the OS hypotheses (Arm 3 versus Arm 1, or Arm 2 versus Arm 1) in the BRCA-
deficient population and the HRD population, two efficacy interim analyses will be 
performed.  The first interim analysis will occur at the time of the final PFS analysis 
(~Month 36) with a nominal alpha of 0.0001, and the second interim analysis will occur at 
the time of the OS analysis for the whole population (~Month 58) with a nominal alpha of 
0.0001, so that the final OS analyses in each population (~Month 77) have a nominal 
alpha of 0.0248 if all null hypotheses tested at the time of the primary analysis are 
rejected.

For the OS hypotheses (Arm 3 versus Arm 1, or Arm 2 versus Arm 1) in the whole 
population, one efficacy interim analysis will be performed at the time of the final PFS 
analysis (~Month 36) with a nominal alpha of 0.0001, so that the final OS analyses 
(~Month 58) have a nominal alpha of 0.0248 if all null hypotheses tested at the time of the 
Primary Analysis and the OS hypotheses (Arm 3 versus Arm 1) in the BRCA-deficient 
population and HRD population are rejected.

The nominal alpha of the final OS analyses may be slightly different as the timings of the 
interims are rough estimates.  Additional details regarding the secondary analyses 
including the interim efficacy analyses for OS will be specified in the final SAP prior to 
unblinding of the data.
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Has been changed to read:

For the OS hypotheses (Arm 3 versus Arm 1, or Arm 2 versus Arm 1) in the BRCA-
deficient population and the HRD population, and the whole population, at least 
one efficacy interim analyses will be performed.

The first interim analysis will occur at the time of the final PFS analysis.

The alpha of the final OS analyses will depend on prior interim analyses as described in 
the SAP.  Additional details regarding the secondary analyses, including any interim 
efficacy analyses (e.g., at the request of a regulatory agency), will be specified in the SAP.

Section 8.1.4  Multiplicity Adjustment
First paragraph, second sentence previously read:

All of the subjects will receive six cycles of carboplatin and paclitaxel.

Has been changed to read:

All subjects will receive six cycles of carboplatin and paclitaxel.

Section 8.1.4  Multiplicity Adjustment
Seventh and eighth paragraph previously read:

Since subject randomization was not prospectively stratified by HRD status, two testing 
scenarios are proposed below dependent on the level of the balance of treatment arms 
within the HRD population:

● If there is little to no evidence of a severe treatment imbalance in the HRD 
population, then the fixed sequential testing sequence will be applied as 
outlined in Scenario 1 below.

● If there is severe treatment imbalance in the HRD population, the truncated 
Hochberg multiplicity adjustment will be applied as outlined in Scenario 2 
below.
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The criteria to determine if a severe treatment imbalance is present will be outlined in the 
SAP and this criterion will be finalized prior to any unblinding for the primary PFS 
analysis.  The use of either Scenario 1 or Scenario 2 will be made after unblinding, using 
the pre-determined criteria for imbalance.

Has been changed to read:

Since subject randomization was not prospectively stratified by HRD status, two testing 
scenarios were proposed dependent on the level of the balance of treatment arms within 
the HRD population.  Further details on these testing scenarios are detailed in SAP v2.0.

The multiple testing procedure governing the analysis of data when the primary endpoint 
(PFS) matures are specified in the SAP v2.0, finalized before the database was unblinded.  
The appropriate control of overall type I error in the context of subsequent analyses, 
including interim analyses conducted at the behest of regulatory agencies, will be 
specified in subsequent SAP amendments, as warranted.
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Figure 4.  Testing Procedures Under Scenario 1
Delete:  figure title and text

Figure 4. Testing Procedures Under Scenario 1
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Figure 5.  Testing Procedures Under Scenario 2
Delete:  figure title and text

Figure 5. Testing Procedures Under Scenario 2

Section 8.1.4  Multiplicity Adjustment
Delete:  ninth, tenth, eleventh, twelfth, and thirteenth paragraph:

Scenario 1:  Testing sequence if there is no treatment imbalance in the HRD population 

● A fixed-sequence testing procedure will be used to control the Type I error rate 
at 0.05 from the primary efficacy endpoint sequentially through the secondary 
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efficacy endpoints.  Each of the comparisons in this sequence will be tested at 
a 1-sided 0.025 level (approximately, due to spending 0.0001 on analyses of 
OS).  There will be no multiplicity adjustment on the DRS scores or the 
tertiary efficacy endpoints.  
At month 36 (alpha = 0.0249),

1. Test PFS (Arm 3 versus Arm 1) in BRCA-deficient population,

2. Test PFS (Arm 3 versus Arm 1) in HRD population,

3. Test PFS (Arm 3 versus Arm 1) in whole population

● In parallel, alpha = 0.0001 will be spent on interim OS analyses
At month 58 when OS matures in the whole population, alpha = 0.0001 will be 
spent on second interim OS analyses for BRCA-deficient and HRD 
populations.
At month 77 (alpha = 0.0248, provided all preceding null hypotheses in the 
hierarchical testing sequence at month 36 are rejected)

1. Test OS (Arm 3 versus Arm 1) in BRCA-deficient population,

2. Test OS (Arm 3 versus Arm 1) in HRD population,

3. Test OS (Arm 3 versus Arm 1) in whole population (based on data from 
month 58)

4. Test PFS (Arm 2 versus Arm 1) in BRCA-deficient population (based on 
data from month 36),

5. Test PFS (Arm 2 versus Arm 1) in HRD population (based on data from 
month 36),

6. Test PFS (Arm 2 versus Arm 1) in whole population (based on data from 
month 36)

7. Test OS (Arm 2 versus Arm 1) in BRCA-deficient population (based on 
data from month 77),
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8. Test OS (Arm 2 versus Arm 1) in HRD population (based on data from 
month 77),

9. Test OS (Arm 2 versus Arm 1) in whole population (based on data from 
month 58)

Scenario 2:  Testing Sequence if there is treatment imbalance in the HRD population

● The entire one-sided type I error of 0.025 (approximately, due to spending 
0.0001 on analyses of OS) will be allocated to the below testing sequence:

1. In the BRCA-deficient population, test PFS (Arm 3 versus Arm 1) at level 
0.0249,

● If it is rejected, proceed to Step 2, 
● Otherwise, stop and accept subsequent hypotheses.

2. Test PFS (Arm 3 versus Arm 1) in both the HRD (hypothesis 1, H1) and 
whole populations (hypothesis 2, H2) using a truncated Hochberg 
procedure (with gamma = 0.8) at level α = 0.0249 as follows:  Order the 
two P values from H1 and H2 such that P(1) < P(2).  Denote the ordered 
hypotheses as H(1) and H(2). 

● If P(2) ≤ 0.02241 then reject both hypotheses and proceed to Step 3,
● Otherwise, if P(1) ≤ 0.01245, then reject only H(1) and proceed to 

Step 3,
● Otherwise, stop and accept H(1) and H(2), and all subsequent hypotheses

3. At month 77, the same hierarchical testing strategy that is described in 
Scenario 1 will be applied at alpha = 0.0248 if both null hypotheses in Step 
2 above are rejected, and at alpha = 0.00239 if only one null hypothesis is 
rejected.  If only one null hypothesis in Step 2 is rejected, then the 
population for which the hypothesis was not rejected will not be included 
in the testing sequence.
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For the truncated Hochberg Procedure, the following formulas are used to calculate the 
two alphas used to test the two hypotheses:�� = (�/2)�� = (�)(�) + (1− �)(�/2)
Here, 0 ≤ � ≤ 1; such that using � = 0 results in Bonferroni method, and using � = 1
results in full Hochberg Procedure.  With total α = 0.0249, choosing � = 0.8 gives an �� = 0.01245 and �� = 0.02241.  If P(2) ≤ ��, then both hypotheses are rejected and the 
full alpha is passed to subsequent hypotheses.  If P(2) > �� and P(1) ≤ ��, then only H(1) is 
rejected and the reduced �� = (� – ��) = 0.00249 is passed to subsequent hypotheses.  
Spending 0.0001 alpha on OS analyses at month 58 yields a final alpha = 0.00239 on 
hypotheses in the testing sequence.  This controls the overall type I error rate at one-sided 
0.025 level.

The criteria to determine the final multiple testing procedure will be specified in the final 
statistical analysis plan (SAP) before the database is locked.  Once the data are unblinded, 
the treatment balance in the HRD population will be tested and either Scenario 1 or 
Scenario 2 will be chosen based solely on the pre-specified criteria.  The algorithm to 
determine the final testing procedure will only utilize results of HRD testing and treatment 
allocation, and will not utilize any efficacy or safety data, so no bias or inflation of type I 
error is expected.

Section 8.2.4  For the Hypotheses in the HRD Population
Subsection PFS (Arm 3 Versus Arm 1):
First paragraph, second sentence previously read:

According to Scenario 1 (Figure 4) of the revised testing procedure, the power calculation 
for this hypothesis is based on the log-rank test at a one-sided alpha level of 0.025.  
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Has been changed to read:

According to Scenario 1 of the revised testing procedure, the power calculation for this 
hypothesis is based on the log-rank test at a one-sided alpha level of 0.025.  

Section 8.2.4  For the Hypotheses in the HRD Population
Subsection PFS (Arm 3 Versus Arm 1):
Last paragraph previously read:

Based on Scenario 2 (Figure 5) of the revised testing procedures, and keeping all other 
assumptions above the same, the power based on the log-rank test at a one-sided alpha 
level of 0.0224 and 0.0125 is 90.8% and 86%, respectively.

Has been changed to read:

Based on Scenario 2 of the revised testing procedures, and keeping all other assumptions 
above the same, the power based on the log-rank test at a one-sided alpha level of 0.0224 
and 0.0125 is 90.8% and 86%, respectively.

Section 8.2.4  For the Hypotheses in the HRD Population
Subsection PFS (Arm 2 Versus Arm 1):
Last paragraph previously read:

Based on Scenario 2 (Figure 5) of the revised testing procedures, and keeping all other 
assumptions above the same, the power based on the log-rank test at a one-sided alpha 
level of 0.0024 is 70%.

Has been changed to read:

Based on Scenario 2 of the revised testing procedures, and keeping all other assumptions 
above the same, the power based on the log-rank test at a one-sided alpha level of 0.0024 
is 70%.
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Section 8.2.4  For the Hypotheses in the HRD Population
Subsection OS (Arm 3 Versus Arm 1):
First paragraph, second sentence previously read:

According to Scenario 1 (Figure 4) of the revised testing procedure, the power calculation 
for this hypothesis is based on the log-rank test at a one-sided alpha level of 0.025.  

Has been changed to read:

According to Scenario 1 of the revised testing procedure, the power calculation for this 
hypothesis is based on the log-rank test at a one-sided alpha level of 0.025.  

Section 8.2.4  For the Hypotheses in the HRD Population
Subsection OS (Arm 3 Versus Arm 1):
Last paragraph, first sentence previously read:

Based on Scenario 2 (Figure 5) of the revised testing procedures, and keeping all other 
assumptions above the same, the power based on the log-rank test at a one-sided alpha 
level of 0.0024, the power is 68.6%.  

Has been changed to read:

Based on Scenario 2 of the revised testing procedures, and keeping all other assumptions 
above the same, the power based on the log-rank test at a one-sided alpha level of 0.0024, 
the power is 68.6%.  

Section 8.2.4  For the Hypotheses in the HRD Population
Subsection OS (Arm 2 Versus Arm 1):
First paragraph, second sentence previously read:

Based on Scenario 1 (Figure 4) of the revised testing procedure, the power calculation for 
this hypothesis is based on the log-rank test at a one-sided alpha level of 0.025.  

Has been changed to read:

Based on Scenario 1 of the revised testing procedure, the power calculation for this 
hypothesis is based on the log-rank test at a one-sided alpha level of 0.025.  
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Section 8.2.4  For the Hypotheses in the HRD Population
Subsection OS (Arm 2 Versus Arm 1):
Last paragraph, first sentence previously read:

Based on Scenario 2 (Figure 5) the revised testing procedures, and keeping all other 
assumptions above the same, the power based on the log-rank test at a one-sided alpha 
level of 0.0024, the power is 68.6%.  

Has been changed to read:

Based on Scenario 2 the revised testing procedures, and keeping all other assumptions 
above the same, the power based on the log-rank test at a one-sided alpha level of 0.0024, 
the power is 68.6%.  

Appendix B.  List of Protocol Signatories
Previously read:

Name Title Functional Area

Clinical 
Clinical Program 
Development
Statistics
Statistics
Pharmacokinetics

Has been changed to read:

Name Title Functional Area

Clinical 
Clinical Program Development
Statistics
Statistics
Pharmacokinetics


